The influence of pregnancy on the subsequent course of pre-existing nephrotic syndrome is controversial as also the effect of membranous glomerulonephritis on maternal and perinatal outcome. We describe a case of successful pregnancy outcome in Hepatitis B reactive patient with pre-existing nephrotic syndrome (renal biopsy proven case of Membrano-proliferative Glomerulonephritis). She had regular nephrology consultation and her renal disease was well compensated. After sonographic confirmation of live intrauterine pregnancy at 9th gestational week, patient was given methylprednisolone (5mg once daily). Antihypertensive drugs were also given. At 35 weeks of gestation, patient went in labour and cesarean section was performed in view of previous caesarean section. Feto-maternal outcome was good. The intrapartum and postpartum period was uneventful. Renal functions were well preserved. A vigourous healthy 1.93 kg baby was discharged with mother in a stable condition after receiving hepatitis B immunoglobulin.
INTRODUCTION
Proteinuria in pregnancy is not very uncommon. It ranges from mild elevation to gross proteinuria. 1 Nephrotic range proteinuria encountered during early weeks of pregnancy does not mean preeclampsia rather it is suggestive of underlying native renal disorder. The course of pregnancy and maternal and perinatal outcome in women with pre-existing glomerulonephritis is still controversial. In many non-compliant pregnant women with pre-existing nephrotic syndrome, termination of pregnancy is recommended in view of severe deterioration of renal functions and poor feto-maternal outcome. Prompt diagnosis, adequate counselling and systematic management can lead to successful pregnancy outcome. Here we describe a case of multidisciplinary approach for managing a pregnancy in a patient with preexisting nephrotic syndrome, renal biopsy proven membrano-proliferative glomerulonephritis (MPGN) and its subsequent good feto-maternal outcome.
CASE REPORT
A 25-year-old, G2P1L1A0, with one previous caesarean section, came to the Gynaecology OPD of our tertiary care centre with positive urine pregnancy test in the period of lactational amenorrhea. Transvaginal sonography revealed single live intrauterine gestation of 9 weeks. She was dwarf and a follow up case of preexisting nephrotic syndrome due to renal biopsy proven MPGN on electron microscopy and immunofluorescence. Patient was diagnosed as a case of nephrotic syndrome at the age of 5 years and was started on Tab Methylprednisolone 5 mg once daily, Tab Tacrolimus 0.5 mg once daily and Tab Mycophenolatemofetil 250 mg twice daily. These medications were continued for 2 years and subsequently stopped after nephrologist opinion.
She conceived in drug compliance period (Tab Methylprednisolone 10 mg once daily) and had regular nephrology consultation. Thorough investigations unraveled well compensated renal disease. IgG antiphospholipid antibodies, serum C3, C4, ANA, antids-DNA, total serum IgG and IgA levels, IgM cardiolipin antibodies were normal. She was found to be Hepatitis B reactive, other viral markers and HBV-DNA were normal. She was prescribed Tab Methylprednisolone (10mg once daily). Antihypertensive drugs were also given. Frequent follow up with laboratory investigations was done. Renal function test (serum creatinine 1.6 mg/dl) and 24 hours' urinary protein (2300 mg/ 24 hours) were serially monitored.
Calibration of steroid therapy was done according to 24 hours'
urine protein excretion and Tab Methylprednisolone was tapered to 5 mg once daily. Proper antepartum fetal monitoring to rule out IUGR was done. Her previous pregnancy was also uncomplicated. Severe anaemia (Hb-6.2gm %) was detected at 33 weeks of pregnancy and correction was done with blood component therapy. At 35 weeks of gestational age, patient went in labour and cesarean section was performed in view of previous caesarean section. Her intrapartum and postpartum period was uneventful. Renal functions were well preserved. A healthy 1.93 kg baby was discharged with mother in a stable condition after receiving hepatitis B immunoglobulin. Tab Methylprednisolone 5 mg once daily was continued. Stitch removal was done on 8 th postoperative day and she was advised to follow-up regularly.
DISCUSSION
Pregnancy with nephrotic syndrome (NS) is very rare. The co-existence of both of these conditions is reported to vary from 0.012 to 0.025%. The relative frequency of occurrence of nephrotic syndrome during childbearing period is very uncommon and is assumed to be due to obstacles in conception caused by any serious chronic illness. 2 In most non-pregnant adults with NS, primary sodium retention by the kidneys leads to vascular overfilling, possibly from activation of the epithelial sodium channel by serine proteases. 3 The hemodynamic effects of NS on pregnancy are not well described. Packham et al. concluded that pregnant women with MPGN is often associated with an increased risk of fetal loss and also worsening of maternal renal functions. 4 Pregnancy and nephrotic syndrome, both are hypercoagulable states. In our case, the gestational age at presentation was 9 weeks, consistent with previous observation that proteinuria before 20 weeks' gestation is suggestive of primary kidney disease rather than preeclampsia. Due to coexistence and also because of difficulty in differentiating nephrotic syndrome from preeclampsia, the relative incidence of nephrotic syndrome secondary to underlying glomerular dysfunction is uncertain without a histologic renal biopsy report. Renal biopsy confirms the underlying etiology. Super-speciality consultation plays a key role in proper management.
Frequent follow up with laboratory investigations is mandatory. Renal function tests and 24 hours' urinary protein should be serially monitored. Elevated creatinine is an established risk factor for adverse pregnancy outcomes. 5 In our patient, the serum creatinine was 1.6 mg/dl and 24 hours' urinary protein was 2300 mg/ 24 hours. Other studies have described the critical role of renal function as it relates to outcomes in pregnancy. 6 In our case, there was no association between adverse feto-maternal outcome and a history of hypertension, although our patient had heavy proteinuria (2300mg/24hours). Various studies have previously reported direct association of proteinuria with adverse feto-maternal outcome. Packham et al. evaluated 33 pregnancies in women with membranous nephropathy and found that proteinuria was the only predictor of a poor maternal and fetal outcome4. Park et al. described 62 pregnancies with lupus nephritis and found that proteinuria >0.5 g/d was associated with adverse outcomes. 7 Liu et al. showed a similar association between proteinuria and adverse pregnancy outcomes in their cohort with IgA nephropathy. 8 Steroid therapy is the mainstay of treatment. Steroids were most commonly chosen to treat the glomerular lesions. Steroids are generally safe during pregnancy. Prednisone does not represent a major teratogenic risk in humans at therapeutic doses. 9 Calibration of steroid therapy is done according to 24 hours' urine protein excretion. Treatment with steroids is often found to be associated with obstetric complications like IUGR, PROM and other infections. Concerns include worsening maternal glucose and BP control, premature rupture of membranes, and infection. 10 In our case, there was no documented derangement in maternal blood sugar levels and not any worsening of blood pressure after steroid therapy. Early detection of IUGR through proper antepartum fetal monitoring is recommended.
Spontaneous labour at term is favoured. Caesarean section is performed for obstetric indications only. Spontaneous resolution in post-partum period occurs in most of the cases. However, long term follow up is done on the basis of 24 hours' urinary protein excretion. Prolonged steroids are required in unresolved cases. The presence of NS due to renal disease, in the absence of significant renal insufficiency or hypertension, has been described to have minimal effects on the natural course of renal disease or maternal-fetal outcomes. 11 In our case also, in the absence of uncontrolled hypertension and renal insufficiency, the perinatal outcome in pregnant women with nephrotic syndrome was found to be good.
CONCLUSION
Pre-conceptional counselling and baseline investigations plays a pivotal role in any pregnancy associated with renal disorders. Continuation of pregnancy should be planned when renal functions are well preserved and along with regular nephrologist consultation. Early diagnosis, adequate counselling, multidisciplinary approach and judicious management with specific therapy can lead to good feto-maternal outcome in a pregnant woman with pre-existing nephrotic syndrome.
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